. The picture that emerges from these studies is that both TRPCs and IP 3 receptors sit at the centre of a web of protein-protein interactions responsible for bringing the channels together at the correct cellular locations.
that are conserved among all isoforms of the respective proteins [7] . Disrupting this interaction can prevent store-operated calcium entry. For example, induction of a cortical actin ring around the periphery of a cell [8] , or overproduction of a dominant-negative form of SNAP-25 which blocks secretion [9] , inhibits store-operated calcium entry. These findings have been taken to support a 'secretion-coupling' model in which the TRP-IP 3 receptor complex is not preformed, but is produced by reversible translocation of IP 3 receptors following depletion of the ER calcium stores. But while some studies have demonstrated an increase in TRP-IP 3 receptor interaction following calcium store depletion [10, 11] , others have not. So whether TRP-IP 3 receptor complexes are constitutively present or transiently formed is not known, but they do seem to be required for store-operated calcium entry.
The TRP proteins responsible for phototransduction in Drosophila are known to be part of large complexes formed by multiple protein molecules linked together into a functional 'signalplex'. In Drosophila, the signalplex includes orthologues of protein kinase C (PKC), phospholipase C (PLC), rhodopsin and TRPs, held together by the PDZ domain-containing 'scaffold' protein InaD [12] . Proteins containing PDZ domains may also play a role in bringing together various components of the calcium signalling toolkit in mammalian cells. For example, the PDZ-domaincontaining protein NHERF -Na/H exchange regulatory factor -interacts with the carboxy-terminal amino acids of TRPC4 and TRPC5, with PLCβ β and also with the actin cytoskeleton via interactions with members of ezrin/radixin/moesin family [13] . In addition, the carboxyl terminus of TRPC4 can also bind to the scaffold protein EBP50 -ezrin/moesin/radixinbinding phosphoprotein 50 -facilitating its linkage with the cytoskeleton.
Such cytoskeletal interactions may be critical for appropriate targeting of TRPC4 to the plasma membrane [14] . TRPC4 can also impact the cytoskeleton by interacting with protein 4.1N, which links to actin via spectrin. This interaction has recently been shown to be enhanced by store depletion and may connect the ER calcium store to plasma membrane influx channels [15] . The carboxyl terminus of the IP 3 receptor also binds to protein 4.1N, bringing these channels close to the plasma membrane [16] . The cellular location of TRPCs has not yet been definitively established, but it has been shown that they are present in caveolae, where they may associate with many other proteins including SERCA, Gα α q/11 , phospholipase Cβ β, caveolin-1 and ezrin [17] . The picture that emerges from these studies is that both TRPCs and IP 3 receptors sit at the centre of a web of protein-protein interactions responsible for bringing the channels together at the correct cellular locations.
The interaction of TRPs and IP 3 receptors is regulated by calcium through its binding to calmodulin [18, 19] .
Two binding sites for calcium-calmodulin have been mapped to the carboxyl terminus of TRPC channels [18] , and one overlaps the region where TRPC channels bind IP 3 receptors [19] . Binding of calcium-calmodulin to this site disrupts the TRP-IP 3 receptor interaction thus inhibiting calcium entry. These data support a model where activation of store-operated calcium entry requires TRPC-IP 3 receptor interaction, and competitive disruption of this complex by calcium-calmodulin terminates influx. A similar paradigm may exist for all TRPC isoforms, although the mechanism of calcium-calmodulin inhibition of TRPC activity may differ [18, 19] .
The interaction of TRPCs and IP 3 receptors is also regulated by Homer proteins [10] . By virtue of their coiled-coil domains, Homer proteins can oligomerise and connect polypeptides bearing proline-rich motifs, as found in IP 3 receptors, ryanodine receptors, metabotropic glutamate receptors and other signalling proteins. A recent study [10] 
